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C omnemoM o MeotcdynapodnoM noucxe. 
JJo ucmenenuH cpoxa dji* xomchchuh <popMyjiu 
u3o6pemeHiia u c noemopnou nyd/iUKaifueu e cnynae 
nonyneHUR iGMenenuu. 



B omnoiuenuu deyx6yKeeuHbix Kodoe, Kodoe sabiKoe u dpy- 
zux coKpaufeHuii cm. «I7oxcHeHitM k KodaM u coKpaufenu- 
xm», ny6jiuKyejubie e Hancuie KdOfcdoeo ouepednoeo etunycKa 
Efojuiemenji PCT. 



(54) Title: METHOD FOR MODULATING THE METABOLISM OF NITROGEN OXIDES, COMPOSITIONS THEREFOR 
(AND VARIANTS) AND METHOD FOR ACTING ON A PATIENTS ORGANISM NECESSITATING THE 
METABOLISM OF NITROGEN OXIDES TO BE CORRECTED 

(54) Ha3BBHHe Hyperemia: CnOCOB MO^YJUU4MM METAEOJ1H3MA OKCM^OB A30TA, KOMH03HIJHH flflX 
ErO PEAJ1H3AUHH (BAPHAHTbl) H CnOCOB B03^EKCTBKH HA OPFAHH3M I1AIXHEHTA, HYHCflAJOIUErOOI 
B KOPPEKUHH METAEOJIH3MA OKCHflOB A30TA 

(57) Abstract: The invention relates to a process of modification of the nitrogen oxides metabolism by means of modification 
of the micellar catalysis parameters of NO oxidation. According to the invention, the number of phases and/or the volume ratio 
of the phases and/or the coefficients of distribution of NO and 0 2 between the phases are modified. The number of phases is 
modified by using perfluorocarbons, haloid derivatives thereof and perfluoralkylamines with a high coefficient of distribution of 
NO and 0 2 , which are used as a hydrophobic phase for micellar analysis. The invention also relates to compositions used to vary 
the output of nitrite, nitrate, nitrosothiols and other oxidation products, whereby said compositions include emulsions of 
perfluororganic compounds, catalysts and inhibitors of excessive nitrosation, reducers, free radical scavengers and nitrosation 
targets which modify the balance of the nitrosated biogeneous compounds. The inventive methods for acting on a patient's 
organism include using such compositions together with variations in temperature and moisture and with traditional drugs. 
Independent claims in this invention also relate to the use of the known blood replacement substances containing perfluorated 
compounds and of the steam bath or the sauna in order to accelerate NO oxidation. 
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1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 6 sheets, including this cover sheet. 

Tk7\ This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have been 
^-^ amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 
70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of 7 sheets. 

3. This report contains indications relating to the following items: 



I 




Basis of the report 


II 


□ 


Priority 


III 


n 


Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 


IV 


□ 


Lack of unity of invention 


V 


13 


Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


VI 


□ 


Certain documents cited 


VII 


□ 


Certain defects in the international application" ~ 


VIII 


□ 


Certain observations on the international application 



Date of submission of the demand 

16 March 2001 (16.03.01) 


Date of completion of this report 

21 January 2002 (21.01.2002) 


Name and mailing address of the IPEA/RU 
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Authorized officer 
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Form PCT/IPE A/409 (cover sheet) (July 1998) 



INTERNATIONAL PRE 



ARY EXAMINATION REPORT 



ational application No. 

PCT/RU00/00362 



I. Basis of the report 



1. With regard to the elements of the international application:* 
f j the international application as originally filed 

the description: 

pages 1 «3,5»22 

pages 

pages 4 



, as originally filed 
, filed with the demand 



, filed with the letter of 14 January 2002 (14.01.2002) 



the claims: 

pages 

pages 

pages 

pages 



3-13,15-29,31-55 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



1,2,14,30,56 



. , filed with the letter of 14 January 2002(14.01.2002) 



the drawings: 

pages 

pages 

pages 



1/2-2/2 



, as originally filed 
, filed with the demand 



. , filed with the letter of 



| | the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 

, filed with the demand 



filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

f~[ the language of a translation furnished for the purposes of international search (under Rule 23. 1(b)). 
I I the language of publication of the international application (under Rule 48.3(b)). 

I 1 the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

I I contained in the international application in written form. 

I I filed together with the international application in computer readable form. 

I 1 furnished subsequently to this Authority in written form. 

□ 

furnished subsequently to this Authority in computer readable form. 

1 I The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 
□ 



The amendments have resulted in the cancellation of: 

the description, pages 

I 1 the claims, Nos. 

I 1 the drawings, sheets/fig 



5. 



This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 



* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as ''originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70.17). 

**Any replacement sheet containing such amendments must be referred to under item J and annexed to this report. 



Form PCT/IPEA/409 (Box I) (July 1998) 



INTERNATIONAL PRELI 



Inte rnati onal application No. 
I^^RY EXAMINATION REPORT p<^^tU 00/00362 



I. Basis of the report 



1 This report has been drawn on the basis of (Replacement steets which liave been furred to the receiving Office in response to an imitation 
under Article 14 am referred to in this report as " originally filed" and are not annexed to the report since tlmdo not cm 

The feature of Claim 56 of the revised claims of the 
present invention, namely "the activation of its 
biosynthesis", was absent from the initial documents of 
the application, and the amended Claim 56 has therefore 
not been taken in consideration. Accordingly, Claim 56 is 
examined on the basis of the initial version. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



I . Statement 

Novelty (N) 

Inventive step (IS) 
Industrial applicability (1A) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-56 



1-28, 30-55 



29, 56 



1-56 



YES 
NO 
YES 
NO 

YES 
NO 



2. Citations and explanations 

The revised claims of the present invention submitted by 
the applicant and dated 14.01.2002 and the following 
information sources were taken in consideration for 
establishing the present report: 
Dl - WO 96/30012 Al 
D2 - EP 0307087 Al 
D3 - WO 97/38579 Al 
D4 - US 5726209 A 

D5 - "Bolshaya sovetskaya entsiklopediya" , Ed. by A. M. 
Prokhorov, Moscow, Sovetskaya entsiklopediya, 1970, vol. 
2, pages 614-615 

The source documents D1-D3 are cited as a general overview 
on the prior art . 

Dl discloses elements relating to ajnethod for acting on 
conditions related to an excesi^f NO in the organism, and 
that involves introducing inhibiting agents. 
D2 describes a fluorocarbon emulsion having a given 
osmomolarity and used in vivo. This emulsion contains 
perf luorocarbons , osmotic agents and other auxiliary 
substances . 

D3 describes the use of an emulsion of perf luorocarbon 
compounds (e.g. perf luorodecalin, fluorinated adamantane, 
fluorinated tributylamine , etc.) as NO solvents. 
D4 describes a method for increasing the amount of NO and 
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the duration of NO circulation in the blood, that involves 
introducing a fluorocarbon emulsion. A composition 
containing a perf luoro-organic compound, e.g. 



an emulgator, osmotic agents and buffer agents. 

D5 describes an intensification of the oxidising processes 

and an increased substance exchange as a result of the 



a steaming room. 

D4 is the closest prior art to the inventions of 
independent Claims 1, 14 and 30. 

D4 teaches that the introduction of an emulsion of 
fluorocarbon compounds has an influence on the metabolism 
of nitrogen oxides. It is obvious that, under such 
conditions, the number of phases in the blood is modified 
(heterogeneous system) . The method described in Claim 1 
differs in that a controlled modulation of the nitrogen 
oxide metabolism in a heterogeneous medium is triggered by 
this change in the number of phases in the medium and/or 
in the relations between the volumes of the phases and/or 
in the NO or oxygen distribution ratios between the 
phases, which results in a change in -the -NO oxidation rate 
according to the predetermined relation disclosed in Claim 
1. These distinguishing featur^are not disclosed in the 
other documents cited in the search report and cannot be 
derived in an obvious manner from said documents. 
Accordingly, Claim 1 of the present invention and Claims 
2-13 depending thereon meet the criteria of novelty and 
inventive step. 

D4 describes a fluorocarbon emulsion that has an influence 
I on NO when introduced into a patient, i.e. has an 

influence on the metabolism of nitrogen oxides. The 
composition described in Claim 14 of the present invention 

Form PCT/IPEA/409 (Box V) (January 1994) 



perf luorooctylbromide (a haloid derivative of 
perf luorohydrocarbon) , and water can be used. The 
composition may also contain traditional additives such as 



processes occurring in the organism of a person placed in 
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for modulating the nitrogen oxide metabolism differs from 
that of D4 in that, regardless of the fluorocarbon 
compounds, it also contains one or more compounds selected 
from one or more of the following groups of substances: 
overnitration catalysts and inhibitors, reductants, free- 
radical scavengers. These features are not disclosed in 
the other documents cited in the search report and cannot 
be derived in an obvious manner from them. Accordingly, 
Claim 14 and the Claims 15-28 depending thereon meet the 
criteria of novelty and inventive step. 
D4 describes that the introduction of a fluorocarbon 
emulsion increases the amount of NO circulating in the 
blood and that the NO concentration is therefore modified. 
It is common knowledge the speed of a chemical reaction 
depends on the concentration of the reacting substances. 
Accordingly, it is obvious to a person skilled in the art 
that the NO oxidation rate can be modified by using the 
blood substitutes described in Claim 29. Accordingly, 
Claim 29 does not meet the criterion of inventive step. 



The method described in D4 has an incidence on NO and thus 
also has an influence on the metabolism of nitrogen 
oxides. The method disclosed in Claim 30 differs in that, 
in order to correct the metabolism of-nitrogen oxides in 
the patient's organism, it involves modifying the number 
of phases in the patient's orgSerri^sm and in its surrounding 
medium and/or the relations between the volumes of the 
phases and/or the NO or oxygen distribution ratios between 
the phases so as to modify the reaction speed of the 
nitrogen oxide oxidation in an N-phase heterogeneous 
system relative to an aqueous phase. These distinguishing 
features are not disclosed in the other documents cited in 
the search report and obviously do not derive from said 
documents. Accordingly, Claim 30 of the present invention 
and the Claims 31-55 depending thereon meet the criteria 
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of novelty and inventive step. 

In respect of the Claim 56 that was examined in the 
initial version, D5 discloses that an intensification of 
the oxidising processes and an increased substance 
exchange take place as a result of the processes occurring 
in the organism of a person placed in a steaming room. The 
possibility to use steam baths or saunas for modulating 
the metabolism of nitrogen oxides by modifying the NO 
oxidation rate is obvious to a person skilled in the art. 
Accordingly, Claim 56 does not meet the criterion of 
inventive step. 

Claims 1-56 of the present invention meet the criterion of 
industrial applicability. 



Form PCT/IPEA/409 (Box V) (January 1994) 



INTERNATIoi^PsEARCH REPORT 



Internad^BBpplication No 



A. CLASSIFICATION OF SUBJECT MATTER : 
IPC 7 A61K9/107, A61K31/02 

According to International Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 
IPC 7 A61K31/00, 31/02, 31/13, 33/16, 35/14, 35/16, 9/00, 9/107, 9/1 13, 31/375 

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


A 


WO 96/30012 Al (DEFEUDIS, FRANCIS, V.) 3 October 1996 (03.10.96), the claims 


1-13,30-55 


A 


EP 0307087 Al (LONG, DAVID V., JR.) 15 March 1989 (15.03.89), the claims 


14-28 


A 


WO 97/38579 A 1 (BOARD OF REGENTS et al) 23 October 1997 (23.10.97), 
the claims 


14-28, 29 


A 


WO 96/40058 A3 (ALLIANCE PHARMACEUTICAL CORP.) 19 December 1996 
(19.12.96), the abstract 


29 


A 


Malaya meditsinskaya entsiklopedya, under editorship V.I. POKROVSKOGO, 
volume I, M. Sovetskaya entisiklopedya, 1991, pages 206-207 


56 



□ 



Further documents are listed in the continuation of Box C 



□ 



See patent family annex. 



* Special categories of cited documents: 

"A" document defining the general state of the art which is not consi- 
dered to be of particular relevance 

"E" earlier document but published on or after the international filing 
date 

"L" document which may throw doubts on priority claim(s) or which 
is cited to establish the publication date of another citation or 
other special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or other means 

"P" document published prior to the international filing date but later 
than the priority date claimed 



T later document published after the international filing date or 
priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is com- 
bined with one or more other such documents, such combination 
being obvious to a person ski lied in the art 

document member of the same patent family 
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Date of mailing of the international search report 
11 Januar2001 (11.01.01) 
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Authorized officer 
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A. KJIACCHcDHKAUH* riPEJtMETA H30EPETEHRH: 

A61K9/107, A61K3I/02 

ConiacHO MexcjyHapojHofi naTeHTHofl KjiaccHfrwcauHH (MI1K-7) 



B. OBJTACTH flOHCKA: 



npOBepeHHblH MHHHMVM U OKVMeHTaUHH (CHCTCMa KJiacCH({)HKaUHH H HHAeKCbJ) MI1K-7: 

A61K31/00, 31/02, 31/13, 33/16, 35/14, 35/16, 9/00, 9/107, 9/1 13, 31/375 



Apyraa npoeepeHHa* AOKyMeirrauHJi b toH Mepe, b KaKOft OHa BRJuoneHa b noHCKOBbic non6opKH: 



3/icicrpoHHaji 6a3a aaHHux. HcnojiuoBaBiuaACJi npH noHCKe (Ha3BaHHe 6a3bi h, ec,iH, bo3mo?kho, noHCKOBbie TepMHHbi): 



C. flOKYMEHTbl, CHHTAKDUUHECil PEJIEBAHTHblMH: 



KaTeropHH 



CcbiAKH Ha iioKyMeim>i c yKggaHHCM, cne dtp bo3momcho. pcjicbshthmx Hacrew 



Othochtck k nyHKTy X° 



WO 96/30012 Al ( DEFEUDIS, FRANCIS, V. ) 3 October 1996 (03. 10. 1996), 
4>opMy;ia 

EP 0307087 AI (LONG, DAVID V.JR.) 15.03.1989 . (popMy/ia 

WO 97/38579 Al (BOARD OF REGENTS etal ) 23 October 1997 (23.10. 
1997), (J)opMy.ia 

WO 96/40058 A3 (ALLIANCE PHARMACEUTICAL CORP. ) 19 Decem- 
ber 1996 (19.12.1 996) , pe^epaT 

Majiaa MeamiHHCicaii 3HUHKSionej\wsif\oix peix.B.H.nOKPOBCKOPO, t. I, M., 
CoBercKafl 3HUHKiioneiiH5i, 1991, c.206-207 



1-13, 30-55 

14-28 
14-28, 29 

29 

56 



| l ocneayioiiiHe hokvmchtu yKa3aHU a npono/TvKeHHH rpatjju C. | | naHHwe o narreirrax-aHajiorax yKraaHbi b npunoweHHH 



• Oco6ue KBTcropHH ccMjiOHHux hokvmchtob: 
A AOKyMCHT. onpeaejuHoiUHft o6uihh \poacHb. ttxhhkh 
E (fcwiee paHHHii AOKyMeHT, ho onyo.iHKOBaHHUH Ha amy 
MexayHapoAHOH nonaMH hjih nocne hcc 

O /lOKVMCHT. OTHOCSIUHHC* K VCTHOMV paCKpMTWO, 3KCH0HH- 

poBaHKto h t.a. 

P ^ok-yMCHT, onydnHKoaaHHufi no aaru m c Mctiy Hapo ah o h no- 
Aaqn, ho nocne nam HcnpauiHaaeMoro npMopHTera 

H T.A. 

"P" aoicyMCHT, onyojiHKOBaMHwH ao oa-rw MesKAyHapOAKOH noaasH, 
ho nocne nvru HcnpaiUHBaeMoro npHopHTCTa 



T 6oJiee nosnHHH AOKywcHT, onyonHKoaanHUH nocne aaTu 

npHOpHTCTa H npHBeACHHblH IU1X nOHHMaHHS H3306peTeHHfl 

X AoxyMeHT. hmciouihh nan donee amrcicoe othouichhc k npcaMe-ry 

noHCio. nopoMauiHH H08H3HV h HsoSpcrarorfccicHH ypoecHb 
Y AOKyMCHT. nopOMaiuHfi HsodperaTenbCKHfl ypoaeHb a comc- 

T2HHH C OAHHM HJIH HeCKOAbKHMH AOKyMCHTaMH TOM *C 

KarcropHH 

& AOKyMCHT, *BAJUOIHMHCJl naTCHTOM-aHaJIOrOM 

AOKyMCHT, XOSUMOUIHHCX naTCHTOM-ajianoroM 



AaTa aeiiCTBHTejibHoro 3aBepmeHH* Me*uryHapojiHoro 
noHCKa: 25 AeKa6p* 2000 (25.1 2.2000) 



Aara ompaBKH HacToaiuero OTHera o MexcayHaponHOM noHCKe: 
11 jiHBapa 2001 (1 1.01.2001) 



HanMCHOBaHHC m aapec Mokit\ HapoAHoro noHCKoaoro oprana: 
<t>enepanbHbifi HHCTKTyT npOMbiioneHHofl 

C06CTBeHHOCTH 

Pocch*. 121858. MocKBa. 6epe*cKOBCKaa Ha6., 30-1 
Pane: 243-3337. TejieTafin: 1 14818 nOZlAHA 



YnonHOMOHeHHoe jihuo: 

K.CaBMeHKO 
TenecpoH jYe (095)240-58-88 



Oopivia PCT/ISA/210 (BTopow jihctXhkwil 1998) 



3AKJIIOHEHHE ME3ICHyHAPO^HOH nPE^BAPHTEJILHOli 3KCIIEPTH3bI 

(cTaTbsi 36 h npaBKJio 70 PCT) 



N» nena 3a*BHTejui hjih areHTa: 
1248773 


fl/lfl naJlbHefluiHX cm. yBeaoMJieHHe o nepecbijiice 3aioiK)HeHHJi MexcAyHapooHOfl 
fle HCTB H fi npeaBapHTejibHofl 3KcnepTH3bi (<Jx>pMa PCT/IPE A/4 1 6). 


HoMep MOKiiVHaponHOH 3aaBKn: 
PCT/RU 00/00362 


Aa-ra MeacayHapoiiHofi noaaHH: 

1 1 ceHTa6pa 2000 ( 1 1 .09.2000) 


Cawa* paHRHfl nara npHopHTeTa: 
1 0 ceHT*6p* 1 999 ( 1 0.09. 1 999) 



Me>KiiyHapoiiHaa naTeHTHaa KJiaccH(j)HKauHJi (MI1K-7): A61K 9/107, 31 /02 



3a*BHTejib: 



HHCTHTYT MOJIEKYJLHPHOH TEHETHKH POCCHMCKOH AKA£EMHH HAYK (HMf PAH) h ap. 



1 . J3.au Hoe 3aKJiiOHeHHe MeatayHapoiiHOfi npenBapHTejibHOH 3KcnepTH3bi ncxaxoTOBJieHO HacroaiuHM OpraHOM 
MeMcjiyHapoiiHOH npenBapHTejibHOH 3KcnepTH3bi h HanpaBJieHo 3aflBHTejiio b cooTBercTBHH co craTbefi 36 PCT. 



2. JEJaHHoe 3ak\riK>HeHne ccxaep^KHT Bcero 



JIHCTa, BKJlK>Ha3I ZiaHHblfi 06lUHH J1HCT 



^aHHoe 3aKJiK)HeHMe conpOBoacaaeTca TaioKe nPHJIO)KEHHHMH, T.e. jiHCTaMH onucaHHJi, (j)opMyjibi h/hjih 

MepTOKeH, KOTOpbie 6bIJlH H3MCHCHM H JlBJIHIOTCfl OCHOBOH ZIJ15I ZiaHHOrO 3aKJIK)HeHHfl h/mJIH JIHCTaMH, COiiep- 

>KauiHMH McnpaBJieHHJi, npeacTaBJieHHbie HacroHiueMy OpraHy (cM.npaBHJio 70.16 h nymcr 607 AziMHHHCTpa- 

THBHOH MHCTpVKUMH PCI"). 

YnoMAHNTbie npHJio>KeHHfl conepacaT Bcero 7 jihctob 



3. AaHHoe 3aKjiK)MeHne coaepacHT HH^opMauwo, OTHOcamyiocfl k cjieayiomHM pa3jiejiaM 

I | X | OCHOBa 3aKJlK)HeHHfl 

II | ^ IpnopirreT 

III [ | Qtc yrcTB ti e 3aKJiiOMeHHA OTHOcirrejibHO hobh3hm, H3o6peTaTejibCKoro ypOBHJi m npoMbiimieHHofi npHMenHMOcm 

IV | | HapymeHne eiiHHCTBa H3o6pereHHa 

V |X | yTBep?KiieHHe OTHOCHTCJlbHO HOBH3HW, H306peTaTeJlbCKOrO ypOBHH H npOMblUJ^eHHOR npHMCHHMOCTHiCCbl^KH H 

noJicHeHHU b o6ocHOBaHHe yTBepacfleHHa (Crana 35(2)) 

VI I [ HeKOTopbie unTHpyeMbie AOKyMeHTbi 

VII | | HeKOTopbie zie(})eKTbi MeamyHapo/wofi 3a»BKH 

VIII | [ HeKOTopbie 3aMeHaHH*, KacaK>mneca MeacayHapoiiHOH 3aABKH 



AaTa npeiicraBJieHHfl Tpe6oBaHHa: 

16MapTa 2001 (16.03.2001) 


J\ara ncxaroTOBKH 3aKjnoHeHHSi: 

21 HHBapa 2002 (21.01.2002) 


HanMeHOBaHne h aapec OpraHa MeacayHapoiiHofi npeaBapHrejibHofi 
3KcnepTii3bi: 

OenepajibHbifi HHCTHTyr npOMbiuuieHHOft 

C06CTBeHHOCTH 

Pocchji, 121858, MocKBa, EepoKKOBCKaa Ha6., 30-1 
OaKc: 243-3337, TejieTaiin: 1 14818 IIOflAHA 


YnojiHOMOHeHHoe jihuo: 
K. CaBMeHKo 

TejiecfroH Xs: (095)240-2591 



OopMa PCT/I PEA/409 (o6luhh jihct) (roojib 1998) 



3AKJIIOHEHHE ME^K^YHAPO^HOH 
nPE^BAPHTEJKIOH 3KCIIEPTH3M 



MeaoiyHapoiiHafl 3a*BKa N° 
^^^PCTYRU 00/00362 



I. OcHOBa 3aKJiK>weHMn 



1. 3jieMCHTl>I MOKayHapOjlHOfl 3aaBKn:* 

1 1 MOicayHapoiiHafl 3a»BKa b tom BHiae, b KoropoM ona 6btna no^aHa 
|y | onHcamie: 



CTpaHHUbl 
CTpaHHUbl 
CTpaHHUbl 

[X [ 4>opMyjia H3o6peTeHHfl: 
nyHKTbi 
nyHKTbi 
nyHKTbi 
nyHKTbi 



1-3, 5-22 nepBOHanajibHO noaaHHbie 

noflaHHue BMecre c Tpe6oBaHHCM, 

4 noaaHHbie c nHCbMOM ot 



14.01.2002 



3-13, 15-29, 31-55 



nepBOHananbHO noaaHHbie 

noaaHHbie (BMecre c o6T>acHeHHJiMH) no CTaTbe 19 
noaaHHbie BMecre c TpefSoBaHneM, 



|x | HepTOKii: 



CTpaHHUbl 
CTpaHHUbl 
CTpaHHUbl 



1,2,14,30,56 no^aHHbie c nucbMOM ot 

1/2 - 2/2 nepBOHanajibHO noaaHHbie, 

noaaHHbie BMecre c Tpe6oBaHHeM, 

noaaHHbie c nucbMOM ot 



14.01.2002 



| | nacTb onucaHHH, KacaiouiaHCJi nepenHJi nocneaoBaTejibHocTefi: 

CTpaHHUbl nepBOHanajibHO noaaHHbie, 

CTpaHHUbl noaaHHbie BMecre c Tpe6oBaHHeM, 

CTpaHHUbl noaaHHbie c nucbMOM ot 



2. Bee OTMeneHHbie Bbiiue 3JieMeHTbi 6buin noaaHbi b HacroJUUHfl OpraH nan npeacTaBJieHbi Ha juwice, Ha KoropoM 6biaa 
noaaHa MeacayHapoaHaa 3a*BKa, ecjin HHoe He yKaaaHO b ash ho m nyHKre. 

3th 3JieMeHTbi 6bijni b noaaHbi b HacTOfluiuft OpraH hjih npeacniBaeHbi Ha cneayioiueM H3biKe 
koto p bin ABjifleTCH: 

| | «3biKOM nepeBoaa, npeacTaB/ieHHoro juin ueaeH MeacayHapoaHoro noncKa (FIpaBHao 23.1 (b)). 
[ | «3biKOM ny6ji HKauH h MeacnyHapOAHOH 33jibkh (FIpaBHJio 48.3 (b)). 

| | «3biKOM nepeBoaa, npeacTaBJieHHOro aaa ueaefi MeacayHapoaHofi npeaBapHTejibHofi 3KcnepTH3bi 
(npaBiuio 55.2 ii/nan 55.3). 

3. QrHOCiiTejibHo jik)6oh nocneiioBaTejibHOCTH iiyKJieoTnaoB h/hjih 8mhhokhcjiot, coaepwaiuefica b m encay h apoa- 
hoh 3a«BKe, MOKayHapoaHaa npeaBapirrejibHaji 3KcnepTH3a 6buia npnoBeaeHa na ocHOBe nepeHHJi nocaeaoBareabHocreii: 

| | coaepwaiuerocji b MOKaynapoaHOH 3a*BKe b nncbMeHHOfi <J)opMe. 

noaaHHoro BMecre c MOKayHapoaHofi 3aaBKofi b MamnHOHHTaeMOH (J)opMe. 
npencTaB/ieHHoro no3Hce b HacTOJiiuHfi OpraH b nHCbMeHHOH (J>opMe. 
[^] npeacTaBaennoro no33Ke b HacroJUUHfl OpraH b MauiHHOHHTaeMOH (J)opMe. 

I | npeacTaBJieno yTBepacaeHHe o tom, hto no3>Ke npeacTaBJieHHbifi nepeneHb noon eaoB area bHOcren b nncbMeHHOfi 

(})opMe He BbixoiiHT 3a npeaejibi pacKpbiroro b MeacayHapoaHOH 3aflBKe b tom bhuc b KaKOM 0Ha 6bi/ia noaaHa. 
I | npeacTaBjieHO yrBepacaeHHe o tom, hto HH(j>opMauH«, 3anncaHHa* b MauiHHOMHTaeMofi qbopMe, HaeHTHHHa 
nepeMHio nocaeaoBaTejibHocrefi b nncbMeHHOfi (|)opMe. 

[^] M3MeHeHH>i npHBejiH k H31,hthio: 
CTpaHHU onncaHHA 

I nyHKTOB (})opMyjibi N2N2 

CTpaHHUbi/(J)Hr. neproKefl 

lx 1 HacTOHiuee 3aKJiK)HeHHe cocrraBJieHO 6e3 yMera (HeKoropbix ) H3MeHeHHfi, TaK KaK ohh BbixoaflT3a paMKH nepBOHa- 
najibHO noaaHHbix MarepnajiOB 3a»BKH, KaK yKa3aHO Ha aonojiHHTCJibHOM aHCTe (npaBHjio 70.2(c))** 

* 3a\WHfifOUfue mtcmbt. Komopbie dbinu npedcmaenenbi e riojiyncnoutee eedoMcmeo e omeem ho ezo npednoDtcenue e co- 
omeemcmeuu co Cmambeu 14, pacifeHuearomcx e dannoM 3aKJifoneHuu kok "nepeoHavwibHo nodciHHbie" u He npwaiadbi- 
eafomcR k jaKjitoneHuto, nocKOjibKy ohu ne codepotcam ucnpasnenuu (flpaeuno 70.16 u 70. 1 7) 
** Mtooou 3CL\fCHHK)u{uu jiucm. codepjfcaiquu manue lOMeneHua, donotcen 6bimb paccMompen e coomeemcmeuu c nyuKmoM 

I U npiLlO MCeH K dQHHOMy 3QKJllO*4eHWO. 



OopMa PCT/I PEA/409 (paaaeji I) (raojibl998) 



3AKJIIOHEHHE ME5K£yHAPO£HOH 
nPE^BAPHTE^fcHOH 3KCIIEPTH3M 




Me>KnyHap(xaHa5i 3a*BKa Xs 

PCT /RU 00/00362 



^onojiHHTejibHbifi jihct paagena I, nyHKT 5 



FIpn3HaK nyHKTa 56 >tohhchhoR 3&5ibhtcj]cm (J)opMynbi H3o6peTeHHH, a hmchho: "aicTHBauHefi ero 6HOCHHTe3a" 
oTC>TCTBOBaji b nepBHHHfeix MaTepnanax 3aABKH, no3T0My H3MeHeHHMH nyHKT 56 He 6biJi npHHjrr k paccMOTpeHHio. 
C yneTOM 3Toro. nyHKT 56 paccMOTpeH b nepBOHanajibHOH penaKUHH. 



OopMa PCT/I PEA/409 ( nonoJiHHTejibHwR jihct pa3Aejia I ) (Hiojib 1998) 



3AK^fe l IEHHE 3KCIIEPTH3M 


MeauiyHapoAHaa 3a*BKa Jfe | 
PCT/RU 00/00362 


V. yTBep>KaeHHe b cootbctctbhh co ct. 35(2) b othoujchhh HOBii3Hbi, H3o6peTaTejibCKoro ypoBHH h 
npoMbiiujieHHOfi npiiMeHHMOCTii; ccbi/iKH n noncHemifl, noflKpenjimoiune TaKoe yTBepacaeHne 


1. YTBep>KiieHHe 




HoBH3Ha(N) FlyHKTbi 1-56 


JXA 


FlyHKTbl 


HET 


H3o6peTaTejibCKHH 

ypoeeHb(IS) riyHKTbi 1-28,30-55 


flA 


29, 56 


HET 


npoMbiiiLneHHaa 

npHMCHHMOCTb (I A) riyHKTbi 1-56 


flA 


FlyHKTbl 


HET 


2. CcbiJiKH h noflCHeHHH (npaBHJio 70.7) 




3aKJiK)HeHHe 3Kcnepra3bi cocTaBJieHo c yneTOM yTOHHeHHOH 3aHBHTejieM (|)opMyjibi 


H3o6peTeHHH ot 14.01 2002 h cjieztyiomnx hctohhhkob HH^opMauHH: 


Dl: WO 96/30012 Al 




D2: EP 0307087 Al 




D3: WO 97/38579 Al 




D4: US 5726209 A 




D5: Eojibinaji CoBeTCKaa 3HUHKJioneziHfl, nojx pea. A.M.ripoxopoBa, M., CoseTCKaa 


3HUHKJioneOTH, 1970, t.2 ? c. 614-615. 




Hctohhhkh Dl- D3 jxauhi b KanecTBe o63opa H3BecTHoro ypoBHfl tcxhhkh. 


Dl CO£ep>KHT CBe^eHH^ O CnOC06e B03ACHCTBHH Ha COCTOHHHH, CB5I3aHHbie C H36bITKOM 


NO b opraHH3Me ? KOTopbiH 3aKJiK>HaeTCfl bo BBeaeHHH HHrH6HpyK>mHx areHTOB. 


D2: onHcaHa (f)Topymepo,HHafl 3MyjibCHH c 3aaaHHOH ocmomojiaphoctbio win 


npHMeHeHHa in vivo. 3MyjibCHH co^ep^cHT b CBoeM cocTaBe: nep^Topyrjiepo^bi, 


ocMOTHnecKHe areHTbi h apyrne BcnoMoraTejibHbie BemecTBa. 




D3: onHcaHo Hcnojib30BaHHe 3MyjibCHH nep^TopyrjiepoaHbix coe^HHeHHH (HanpHMep, 


nep4>TopaeKajiHHa, (JrropHp. aaaiviaHTaHa (JrropHp. TpH6yTHnaMHHa h ap.) KaK pacTBopHTejw 


NO. 




D4: co;jep>KHT onncaHHe cnoco6a yBeJiHHemiH KOJiHHecTBa 


NO h BpeMeHH ero 


UHpKyJIHUHH B KpOBH IIOCpeflCTBOM BHyTpHBGHHOrO BBefleHHH (|)TOpyrJiepOjClHOH 3MyjIbCHH. 


Mo>KeT 6biTb Hcnojib30BaHa komiio3huhh 5 coflepacamaa nepcJrropopraHHHecKoe 



Oopiua PCT/IPEA/409 (pasaeji V) (roojib 1998) 



3KCIIEPTH3W 



MeamyHapo/iHaa 3a*Bi<a Ns> 
PCT/RU 00/00362 



AonojiHiiTejibHbiH pa3iieji 

(Hcnojib3yeTC5i b cjiynae HeaocTaTKa Mecrra b jho6om npejibiiiymeM pa3nejie) 

coe,aHHeHHe 5 HanpHMep, nep4)TopoKTHJi6poMHfl (rajioH,zmoe npoH3BOflHoe 
nepcJrropyrjieBOflopofla) h Boay. KoMno3HUHfl TaK^ce MoaceT coaepacaTb TpaanijHOHHbie 
^o6aBKH: 3Myju>rHpyiomHH areHT, ocMOTHHecKHe areHTbi, 6y4>epHbie areHTbi. 

D5: yKa3aHo 5 hto b pe3yjibTaTe npoueccoB, npoHcxoaamHx c opraHH3MOM nejioBeKa b 
napHJibHe, OKHCJiHTejibHtie npoueccbi ycHJiHBaioTca, noBbnnaeTca o6mch BemecTB. 

D4 aBJineTCH 6jiH^caHinHM aHajioroM H3o6peTCHHH no He3aBHCHMbiM nyHicraM 1, 14 h 

30. 

H3 D4 cjieziyeT, hto BBeaeHHe 3MyjibCHH 4>Topyraepo,aHbix coeflHHeHHH bjihhct Ha 
MeTa6ojiH3M okch^ob a30Ta. OneBHOTO, hto npn 3tom mchhctoi kojihhcctbo 4>a3 b KpOBH 
(reTeporeHHOH chctcmc). 3aHBJieHHbiH no n.l cnoco6 OTJinnaeTCfl tcm, hto nponcxoOTT 
HanpaBJieHHan MoayjiauHJi MeTa6onH3Ma okch^ob a30Ta b reTeporeHHOH cpeae c noMombio 
TaKoro H3MeHeHHfl HHCJia 4>a3 b Hen h/hjih oTHouieHHH o6i>eMOB 4>a3 h/hjih 
K03(|)(})HUHeHTOB pacnpeaeJieHHH NO hjih KHCJiopoaa Meaczjy 4>a3aMH, npn kotopom 
npoHcxo^HT H3MeHeHHe CKopocra OKHCueHHH NO b cooTBeTCTBHH c onpezjejieHHOH 

3aBHCHMOCTbK) ? npHBe^eHHOH B n. 1 (J)OpMynbI. 3tH OTJIHHHTeJIbHbie npH3HaKH He H3BeCTHbI 

H3 jxpymx WKyivieHTOB, npHBe^eHHbix b oTHeTe o noHCKe, h He cjicnyiOT H3 hhx c 
oneBHzmocTbK). TaKHM o6pa30M, nyHKT 1 h 3aBHCHMbie ot Hero nyHKTbi 2-13 OTBenaioT 
KpHTepHHM hobh3hw h H3o6peTaTejibCKoro ypOBHH. 

H3 D4 H3BecTHa 4>TopyrjiepoOTaH 3MyjibCHH, KOTopaa npH BHyrpHBeHHOM BBefleHHH 
nauneHTy B03aeHCTByeT Ha NO, a, 3HaHHT, bjihhct h Ha MeTa6onH3M okchjsob a30Ta. 
3a^BjieHHan KOMno3HUH5i rjvi mo^jmuhh MeTa6ojiH3Ma okch,zjob a30Ta no n.14 oTjinnaeTca 

OT D4 TeM, HTO, KpOMe 4>TOpyrJiepO^HbIX COeflHHeHHH, coaepacHT ojxho hjih hcckojibko 
COe,HHHeHHH H3 OflHOH HJIH HeCKOJIBKHX rpynn BemeCTB! KaTaJIH3aTOpbI HJIH HHTH6HTOpbI 

nepeHHTpo3HpoBaHH5i, BoccTaHOBHTejiH, CKaBeHA^cepbi CBo6oOTbix pajxHKajioB. 3th 
cBeaeHHH He H3BecTHbi h He cjieayiOT c oneBH^xHOCTbio H3 apyrax aoKyMeHTOB, 
npHBezieHHbix b OTHeTe o noncKe. TaKHM o6pa30M, nyHKT 14 h 3aBHCHMbie ot Hero nyHKTbi 
15-28 cooTBeTCTByiOT KpHTepHHM HOBH3Hbi h H3o6peTaTejibCKoro ypOBHH. 

H3 D4 H3BecTHO, hto BBe^eHHe (|)TopyrjiepoAHOH 3MyjibCHH yBejiHHHBaeT 
KOJinnecTBo NO, unpKyjiHpyiomero b kpobh, TaKHM o6pa30M, MeHaeTCH KOHueHTpaiiHJi NO. 

06meH3BeCTHO, HTO CKOpOCTb XHMHHeCKOH peaKUHH 3aBHCHT OT KOHUeHTpaUHH 

pearnpyiomnx BemecTB. Hcxo^h H3 3Toro, ansi cneunajiHCTa b flaHHoii o6nacTH oneBH^HO, 



OopMa PCT/IPEA/409 (aonojiHHTejibHbiR pa3iieji) (roojib 1998) 



qEHHE 3KCIIEPTH3M 



MeMcoyHapoflHaji 3anBKa >f° 
PCT/RU 00/00362 



^.onoJiHHTeJibHbiH pa3flen 

(HcnoJib3yeTcn b cjiynae HeaoeraTKa MecTa b mo6oM npeabia vmeM pa3jiejie) 



MTO B03MWKHO H3MeHeHHe CKOpOCTH OKHCJieHH* NO npH HCnOJIb30B£lHHH yKasaHHblX B 

n.29 KpoBesaMeHHTejieii. Tokhm o6pa30M, n.29 He cooTBeTCTByeT KpHTepHio 
H3o6pexaxeJibCKoro ypOBHfl. 

Cnoco6, onHcaHHBifl b D4, BOsaeiicxByex Ha NO, h, cjieaoBaxenbHo, BJiH*ex xaione H a 
M eTa60JiH3M okchhob asoxa. 3aaBJieHHbiH cnoco6 no n.30 oxjranaexcH xeM, hto jui* 
KoppeKUHH M eTa6ojiH3Ma OKCHflOB asoxa b opraHH3Me nauneHxa hsmchjoox hhcjio 4>a3 b 
opra H H3Me nanneHxa h oKpyacaiomeii ero cpeae h/hjih oxHOineHHe o6beMOB <pa3 h/hjih 
K03<i.4)HUHeHXOB pacnpeaeneHHa NO hjth KHCJiopoaa Meacny (pasaMH xaKHM o6pa30M, 
HXo6bi H3MeHHJiocb ycKopeHHe peaKHHH okhcjichhh OKCHfla asoxa b n-4>a3HOH 
rexeporeHHoii cncxeisie b cpaBHeHHH c boahoh (pasoit 3xh oxjiHHHxejibHbie npnsHaKH He 
pacKpbixbi b itpyrHX flOKyMenxax, npHBeaeHHbix b oxnexe o noHCKe, h He cjieztyiox H3 hhx c 
oneBHUHOCXbio. TaKHM o6pa30M, nynxx 30 h saBHCHMbie ox nero nyHKXbi 31-55 oxBenaiox 
KpHxepHflM HOBH3HM h H3o6pexaxejibCKoro ypoBHa. 

Mxo Kacaexca nyHKxa 56, paccMaxpHBaeMoro b nepBOHananbHOH peaaKUHH, xo 
nocKOJibKy H3 D5 HSBecxno, hxo b pesyjibxaxe npoueccos, npoHCXozmmnx c opraHH3MOM 
nejioBeKa b napHJibne, oKHCJinxejibHbie npoueccbi ycHJiHBaioxcH, noBbiniaexca o6Men 
BemecxB, jvih cneunajiHCxa OHeBH OT a BOSMoacHocxb npHMeHeHHH napHOft 6aHH hjih cayHbi 
am MoayjiHUHH Mexa6oJiH3MOB oKcnaa asoxa H3Me H eHHeM cko P ocxh oKHCJieHH* NO. Ha 
ochobhhhh sxoro, h.56 He cooxBexcxByex KpHxepHio H3o6pexaxejTbCKoro ypoBHfl. 
llyHKXbi 1- 56 cooxBexcxByiox Kpnxepnio npoMbiuuieHHaa npHMeHHMoexb. 



<I>opMa PCT/IPEA/409 (flonanHHTejibHbifi pa3fleji) (mojib 1998) 



14 HHEapn 2002 (14 , 01. 2002) 

4 

PfaBecreH nernrm Met-Glu-His-Phe-Pro-Gly-Pro [23], flBJunommicfl ochoboh 
4>apMaueBTHHecKHx npenapaTOB HooTpoimoro aeHCTBHH. BjniaHHe ero Ha peaiajHH 

nepeHHTp03HpOBaHH3I HeH3BeCTHO. 

H3BecTHbi TepaneBTHHecKHe 3<])(j)eKTbi pyccKOH napHoft 6aHH h cayHbi, ho 
xapaicrep h MexaHH3Mbi hx bjihhhpw Ha MeTa6ojiH3M okch^ob a30Ta HeH3BecTHbi. 

PacKpbiTHe H3o6peTeHHH, 

IlpeAJiaraeMoe TexHHHecicoe peineHHe no MoayjwuHH MeTa6ojiH3Ma okchaob 

a30Ta BapbHpOBaHHCM CKOpOCTH OKHCJieHHfl NO COCTOHT B H3MeHeHHH 

peaKUHOHHOH cpe^bi TaK, HTo6bi b Heft B03HHKJia no KpafiHeii Mepe o#Ha HOBaa 4>a3a 
h/hjih H3MeHHJiocb OTHomeHHe o6i>eMOB (J>a3 3 h/hjih no KpaHHen Mepe jum o^hoh 
napbi (J)a3 H3MeHHJiHCb 3HaHeH*w K03(])<J)HiiHeHTOB pacnpe^ejieHiM Qno h/hjih Q02 
TaK, MTo6bi 3HaneHHe BbipaaceHira 
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rae H - ycKopeHHe peaiojHH OKHCJieHH* NO khcjiopoaom b reTeporeHHOH n- 
4>a3HOH cHCTeMe b cpaBHeHHH c HaHMeHee nmpo4>o6HOH (boahoh) 4>a30H, k r 

KOHCTaHTa CKOpOCTH peaKHHH B i-TOH (^a3e, Qno,I> Qo2,i" paBHOBeCHblH 

K03(J)(J)HLiHeHT pacnpeflejieHHH NO h 0 2 b i-TOH 4>a3e, x r aojw i-TOH (j>a3bi b 
o6meM o6beMe, 

onncbreaiomero oGnjee ycKopeHHe peaiajHH (2) no Been CHereMe (bo Bcex (f>a3ax) 
H3MeHHJiocb. 3to MoaceT 6biTb flocTHn-iyTO H3MeHeHHeM KOHueHTpauHH BemecTB B 
OT^eubHbix (J>a3ax aaace 6e3 BBeaeHHa b CHCTeMy HOBbix KOMnoHeHTOB. HanpHMep, 
npn noTOOTaejieHHH b napHOH 6aHe TKaHH o6e3Bo>KHBaioTCH, hto npHBOZiHT k 

yBeJTHHeHHK) KOHIXeHTpaUHH paCTBOpeHHblX BemeCTB B BOflHblX 4>a3ax H 

yBejiHneHHK) o6beMHofi ^ojih ninpo(J)o6Hbix 4>a3. nepBoe npHBO^HT k B03pacTaHrao 
3HaneHHH Q, BTopoe - k B03pacTaHHK) 3HaneHHH x, b pe3yjibTaTe o6maa CKOpocTb 

OKHCJieHHH NO H 3HaHCHHe H H3M£KaiOTCa. Pe3yJlbTaT MOHCeT 6bITb aocTHrayT 
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<DopMyjia H3o6peTeHHH: 

1 . Cnoco6 MOAyJiaUHH MeTa6ojiH3Ma okchaob a30Ta BapbnpoBaHHeM ckopocth 
OKHCJieHH^ NO b reTeporeHHOH cpe^e H3MeHeHHeM ee cocrraBa, 

OTJlHHaidKHHCH TeM, HTO H3MeH3IIOT HHCJIO (j)a3 B 3TOH Cpefle h/hJ1H OflHO HJIM 
HeCKOJILKO OTHOUieHHH o6teMOB (J)a3 H/HJIH OflHH HJIH HeCKOJIBKO 

K03(^4>HilHeHTOB pacnpe/iejieHHfl NO hjih KHCJiopo^a Meacny 4>a3aMH, TaK 
htoGbi 3HaneHHe Bbipa>KeHHfl 
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r^e H - ycKopeHHe peaKUHH okhcjichhh OKCH^a a30Ta b n-(|)a3HOH 
io reTeporeHHOH CHCTeMe b cpaBHeHHH c bo^hoh 4>a3oii, ki- KOHCTaHTa 

CKOpOCTH peaKUHH B i-TOH <})a3e, QnOJ> Qo2,i~ paBHOBeCHbie K03(])4)HIj;HeHTbI 

pacnpeaeJieHH)! NO h0 2 b i-TOH 4>a3e, x r ;jojra i-TOH (J)a3bi b o6meM o6i>eMe 

H3MeHHJ!OCb. 

2. Cnoco6 no n. 1, OTJiHHaiomififCH tcm, hto ycKopemifl OKHCjieHHfl NO 

15 KHCJIOpOAOM H3MeHeHHfl npOBOflHT TaK, HToGbl 3HaHeHHe H yBeJIHHHJIOCb, a ajih 
3aMe^JieHH^ OKHCJieHHfl NO KHCJIOpOflOM H3MeHeHHH npOBO^HT TaK, HT06bI 

3HaneHHe H yMeHbuiHJiocb. 

3. Cnoco6 no Jiio6oMy H3 nn. 1, 2, oTJiHnaiomHHCH TeM, hto jyin H3MeHeHHH 
K03(J>4)HUHeHTOB pacnpeaejieHHfl NO Me)K,zjy 4>a3aMH H3MeHaK>T 

20 KOJiHHecTBeHHbiH cocTaB cpe^bi 6e3 H3MeHeHHH KanecTBeHHoro cocTasa h/hjih 
6e3 o6pa30BaHHH hobbix 4>a3. 
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13. Cnoco6 no Jiio6oMy H3 nn. 1-12, OTJiHHaiomnHCH TeM, hto 

^onojiHHTejibHO H3MeHHK)T TeMnepaTypy reTeporeHHOH cpejbi hjih ee nacTH. 

14. KoMno3HUHH, coAepacamne nep4>TopopraHHHecicoe coe^HHeHHe, 
ycTOHHHBoe b peaiojiwx MeTa6onH3Ma h o6pa3yiomee c bo^oh reTeporeHHyio 
CMect, Bbi6paHHoe H3 rpynnsi: nep4>TopyrjieBOAopofli>i, rajiOH^Hbie 
npoH3Bo^Hbie nep(|>TopyrjieBO,aopoflOB, neptjrropajiKHJiaMHHbi - 0,1-90%, oaho 

HJIH HeCKOJlbKO COeflHHeHHH, npHHaflJIOKailtHX K O^HOH HJIH HeCKOJIbKHM 

rpynnaM H3 nepeHHa: KaTajiH3aTopbi hjih HHrH6HTOpLi nepeHHTpo3HpoBaHH*i, 
BOccTaHOBHTejiH, cicaBeHflxcepbi cbo6o^hi>ix paflHKanoB - 0,08-3,3%, h oaho 
hjih HecKOJibKo coeflHHeHHH H3 rpynnbi: SF 6 , nepcjyropynneBOflopoflbi, 
r&noHAHBie npoH3BoaHbie nep4>TopyrjieBO£opo£OB, TperanHbie 
nep4>TopajiKHJiaMHHbi, BOfla - ao 100 % j\nn MOflyjiflijHH MeTa6ojiH3Ma okchaob 
a30Ta. 

15. Komiio3hi];hh no n. 14, OTJiHHaioiiiHecH TeM, hto b hx cocTaB 
AonojiHHTejibHO BBe^eHw oaHO hjih HecKOJibKO coeflHHeHHH, npHHaaJie>KamHX K 
oahoh hjih HecKOJibKHM rpynnaM H3 nepenHH: aMyjibraTopbi, GnocoBMecTHMbie 
cojih jxjisi nozmep^caHH^ 3HaneHHH pH h/hjih hohhoh chjim, yrjneBO£bi ajih 
no^ep^caHHH ocMOTHHecKoro ziaBJieHHfl, h/hjih oaho hjih HecKOJibKO 
coe^HHeHHH, npHHa^jie^camnx k o^hoh hjih HecKOJibKHM rpynnaM H3 nepeHH*: 

KaTaJIH3aTOpbI HJIH HHrH6HTOpbI nepeHHTp03HpOBaHHH, BOCCTaHOBHTeJIH, 
CKaBeHfl^Cepbl CBOGoflHblX pa^HKajIOB, MHllieHH flJW HHTp03HpOBaHHJI h/hjih hx 
npeflUieCTBeHHHKH, MHIIieHH flJIJI HHTp03HpOBaHHH c BbwejieHHeM a30Ta. 

16. KoMno3HitHH no n. 15, OTJiHHaioiiiHecH TeM, hto b KanecTBe 3MyjibraTopoB 
BBe^eHbi conojiHMepw okhch 3THJicHa h okhch nponHJieHa h/hjih 

4>OC(|)OJIHnHflbI. 

17. KoMno3HqHH no Jiio6oMy H3 nn.15, 16, OTJiHHaioiiiHecH TeM, hto ohh 

hbjihiotch 3MyjibCHHMH 4>Topcoaep>KamHX coe^HHeHHH co cpe^HHM pa3MepoM 
MHijejm MeHee 100 hm. 
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^HTHoGyTaH^HOJi, JiHnoeBaa KHCJioTa, AHraflpojiHnoeBaa KHCJioTa, i^hctchh, 
roMouHCTeHH, nenraflbi, coAepacanjHe uhctchh h/hjih uhcthh, aunjibHbie 

h/mJIH CJIO^CH03(J)HpHI>ie H/HJIH aMH^Hbie npOH3BOaHbie UHCTeHHa HJIH UHCTHHa 
HJTH nenTHflOB, CO/jeptfCaiUHX 3TH aMHHOKHCJIOTbl, HJIH 6eJ!OK. 

27. KoMno3HUHH no Jiio6oMy H3 nn. 15-26, OTJiHHaiomHecH TeM, hto b 
KanecTBe MHiiieHefi jxsisi HHTpo3HpOBaHiw c BbmejieHHeM a30Ta BBe^eHbi o#ho 
hjih HecKOJibKO coeziHHeHHH H3 rpynnbi: MoneBHHa, cyjib<])aMHHOBafl KHCJioTa h 
ee cojih, aMHao4>oc(|)opHa5i KHCJioTa h ee cojih, Kap6aMHHOBaa KHCJioTa h ee 
cojih, acnaparHH, acnaparHHOBaa KHCJioTa h ee cojih, rjiyTaMHH h ero cojih, 
rjiyTaMHHOBan KHCJioTa h ee cojih, acnaparHH- h/hjih rjiyTaMHH-coflepacamHe 
nenTH^bi, nepBHHHbiH aMHH hjih ero cojih. 

28. KoMno3HUHH no Jiio6oMy H3 nn. 15-27, OTJiHHaioiiiHecH tcm, hto ohh 

ABjiflioTCfl 3MyjibCH^MH, 3aBHCHMOCTH pacnpeaejieHHji HHCJia nacTHa no 
pa3Mepy KOTopbix HMeiOT 6ojiee neM o^hh MaKCHMyM h/hjih KOMno3HijH5iMH, 
nojiyneHbiMH CMeuiHBaHHeM flByx hjih 6ojiee KOMno3HijHH no nn. 14-27. 

29. npHMeHeHHe KpoBe3aMeHHTejien Ha ocHOBe CTa6HJiH3HpoBaHHbix 3MyjibCHH 

(J)TOpCO^ep^CamHX COeflHHeHHH flJIfl H3MeHeHH5I CKOpOCTH OKHCHeHHH NO. 

30. Cnoco6 B03#eHCTBHfl Ha opraHH3M nauneHTa, Hyaczjaiomerocfl b KoppeicijHH 

MeTa60JIH3Ma OKCH£OB a30Ta, OTJIHHaK>II|HHCfl TdVf, HTO AJIH H3MeHeHHH 

CKopocTeii OKHCJieHHH NO h nocjieayiomnx peaiajHH H3MeHHK)T hhcjio 4>a3 b 
ero opraHH3\ie h OKpyacaiomefi ero cpe^e h/hjih oaho hjih HecKOJibKO 

OTHOIIieHHH o6l>eMOB (J)a3 H/HJIH OflHH HJIH HeCKOJIbKO K03(|)C[)HIJHeHTOB 

pacnpe^ejieHHA NO hjih KHCJiopo^a Me^cay 4>a3aMH, TaK HTo6bi ycKopeHHe 
peaKUHH oKHCJieHHH OKCH^a a30Ta b n-4>a3HOH reTeporeHHOH CHCTeMe b 

CpaBHeHHH C BO^HOH (|)a30H H3MCHHJIOCb. 
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50. Cnoco6 no JiK)6oMy H3 nn. 30-44, OTJiHHaioiKHHCsi Teivi, hto nauneHT 
npHHaflJie^cHT k rpynne oacoroBLix 6ojibhlix. 

51. Cnoco6 no Jiio6oMy H3 nn. 30-44, OTJiHHaiomHHCfl Tew, hto nauneHT 
npHHa,zuie^cHT k rpynne 6ojh>hbix b nocjieonepauHOHHOM nepnofle. 

52. CnocoG no jno6oMy H3 nn. 30-44, OTJiHHaioiiiHHCfl Tew, hto naijHeHT 
npHHaAJie^HT k rpynne pncica no HHcyjibTy hjih nepeHecmnx HHcyjibT. 

53. Cnoco6 no jno6oMy H3 nn. 30-44, OTJiHHaiouiHHCH tcm 5 hto naijHeHT 
npHHaflJie^cHT k rpynne pHCKa no HH^apKTy hjih nepeHecninx HH<J)apKT. 

54. Cnoco6 no jiK)6oMy H3 nn. 30-44, OTJiHHaioiiiHHCsi TeM, hto nauneHT 
npHHaane^cHT k rpynne pHCKa no aTepocKJiepo3y hjih Gojibhbix 
aTepocKJiepo30M. 

55. Cnoco6 no Jiio6oMy H3 nn. 30-44, OTJiHHaiouiHHcn TeM, hto nauneHT 
npHHa^ne^cHT k rpynne pHCKa no naTOJionuiM CBepTMBaHiw KpoBH hjih HMeeT 
HapymeHHH CBepTtiBaeMOCTH KpoBH. 

56. FIpHMeHeHHe napHOH 6aHH hjih cayHM .zjjw MOflyjmuHH MeTa6ojiH3Ma 
OKCHflOB a30Ta H3MeHeHHeM ckopocth OKHCJieHHH NO h aKTHBaqneH ero 

6HOCHHTe3a. 
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